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(S)-(+)-3,3,3-b U y)VtU-2-\t Kn^y-2-^f;i/-N-(5,5, 10- h 
V * * V-4, 10- v t Knf [3, 2-c] [l] ^ > tf 7°n y< > y 3 

(2 1) air Kl^f-y>$##:a6W3W^A^n^>, :/?Vv>\ f7^> 
^7t'^K KWy>, T^7V$/>, t7f^;K 77>^;K 

»K*tt4v*-fit^ioa±-c**» (i 9) «fci±# (2 o) ^tem^fri: 

[0 0 4 1] 
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31/ 



[0 0 4 2] 

(I) ^l»|:o^TPIt^o 
ft** (I) 14, W098/46587tCfSm^^$^(±^tLP>^DT^-r^>^t 

ft** (I) Ki±, S3S*ttfls §!ftJltt#:^) a*f£fe 

«!|Mt^;U^^o ^Oft^ (I) Kit, Z.tlt>*<&*> % 
[0 0 4 3] 

ft** (i) ©a**#Lfcv»fcft, ft*«i (i) #tto^-c#fetL*tsi± 

*©4*«M1-*LtfJ:< % 4fc, mo&-?#fe*Lftfcg|± % ft** (I) ** 
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^--x : 32/ 



[0 0 4 4] 

>\ ^-^yX K^y'v^, ^htf^;]/, -x"7ht?^;K 

[0 0 4 5] 

[0 0 4 6] 

mm t coffliJt (me/ma) tfflts« 1 7Ki'tu> £#fc%Mf*!i tot 
^wicj±ffiA»dri/5oo (i) £fcti^o^s^iftKim$*i&:&/ 

.« IT Klx-f y >£#{&M£iJ) -5000/1, mtL< £1/300-1000/1, J: *)1frt 
L < tel/200-500/1, $ ib KUt L < ttl/100-l()0/lOW<Bjfc*?ifc* o 
[0 0 4 7] 
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33/ 



/difOlI^C^^^^t^^t^flS^^ (b) aiTVUtV* 
[0 0 4 8] 

[0 0 4 9] 
[0 0 5 0] 

% (I) tit, (S)-(+)-3,3,3-f 'J 7;Vta-2-t Fn^«>-2-^f ;V-N-(5,5, 
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^s-v: 34/ 



10- h'J* + V-4, 10- V HKnfxy [3, 2-c] [1] ^ > Vf- jc e >-9- -Y ;v) :/n / <? 
>T $ K [(S)-(+)-N-3.3,3-trif luoro-2-hydoxy-2-methyl-(5, 5, 10-trioxo-4, 1 
0-dihydroth ieno[3, 2-c] [l]benzothiepin-9-yl)propanamide] (J^l~T\ 'jEMct~Hi5 
CT^t? (Ia) tv^) *<£JBLfco 
[0 0 5 1] 

^ 1/ > (Malmgren) k v — ■ t^-x-nn^ 
(J. Urol.) , 142^, 1134-1138J* (198930 ] kzm CTff o /c D 
[0 0 5 2] 

fco 9? Hi^.l9~25T\ vSJS30~70%, — B12H#MMI$ (^pr7B#~^7B# 
) ^iflt:t, «*-S>fc:5-7E1"-PiR#U fSJRoH^ftfl-fcjjciafi^ 

*A (SStfiSc) 50 mg/kg^Mrt^HJ: »)jfc»U TJJEOT^&Jfis J: Xf 
^I*3£IE4>TO Lfzo MSkUfrby #V (PE-20 ; ^ * b > 7* 

^^^fffli^T'I^L/: 0 Mf7>ey'J> (ampicilliiu v^*±M 
) <0g5^rtl£# (150mg/kg; IB IE, fcfrofco 
[0 0 5 3] 

7 (PE^50;^^h>7'^y^>'V>) (**WSI») fciMfcU 

[0 0 5 4] 

mtE# 2004-3074488 




#JM 2 0 0 3 - 1 9 7 6 6 1 ^- : 35/ 

EJ3T>7 (AP-621G; 0***) fcTifWU Lfc#y ^7 

t-A (RMP-6008; B^ytm) ^Ut-v;i,TWl/3-^- (RTA-1200 ; B 

I*) #S6*+«<B*l«BLfco ^X#Jh30^tcSTOKrt^^S^^^30^ 
F^ftAU »^HU«U^P B ^ Lfco (I a) tt0.5 w/v CM*/* 

0.5 w/vX^^^/UQ-^TfcftiSTSfe^JRU 0.01*/ULaft5-ffl*ft Mfc 
(la) tl«U 1 mLA g O#i-e^P^L^o tl^A 

* n v > {±o. 5w/v9M f;Hr ;i/ □ - ^ jfc-?o. 03 mg/mL * * J: -? L ( 

mtotitb^ {t*m (1 a ) »itnxny^« Hm 

1 ■Mw^M-cwi^Ktipa^tfco 3, 5l$n*tt*S£liX*tt^ 

^iW^jStfcU #«F^01J|fel5^H (ll»-^45~7553\ 165-195^ 28 
5-315^) ^a*ifctt©»|Krt^Atffofc 0 
[0 0 5 5] 

*sra ^ j&sti- * *^m«r to^to^o^ * * ft^tt, 4n*^to^jR*e^ 

^IB«$*tfc»Jftrt£Ejft0^fe=i>ea-^-(pc-98OlNS/R ; NECttli) -TfWflir L 
fc^^lf- (KW4620 ; ^7f7^i) DATJE* 7 r-f**fc 

•*WJ23^:7T-f/UfcLT«ffLfco 7*-* ♦ 77^Ki, Excel 2000 ( W * 
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^-V : 36/ 



[0 0 5 6] 

(%) £^1" 0 
[0 0 5 7] 
[f£l] 







0.01 mg/kg. p.o. 


0.03 mg/kg, p.o. 






100.0 


± 


0.0 




100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 


± 


O.O 




107.1 


± 


13.3 




62.3 


± 


7.7- 


62.0 


± 


5.2- 


45.9 


± 


6.8- 




107.1 


± 


12.3 




62.8 




7.6- 


75.2 


± 


5.5* 


45.6 


± 


6 7 n 


5f$fR!& 


113.6 




9.6 




65.6 


± 


7.5 W 


88.3 


± 


7.2' 


42.9 


± 


4A ~. t. tn 



^0.05 (Ia)8:J*#i:<DJt4fc) 

*P<0.01, **P<0.001 (*J*X*>>l'&$-mk(Oi£&) 

(n=9-l0; Student's t-test Aspin-Welch test) 



[0 0 5 8] 
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37/ 





3>hn— >p 


0.01 mg/kg. p.o. 


0.03 mg/kg, p.o. 


(la) 




100.0 




0.0 


100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 


± 


0.0 


i*HBl& 


107.9 


± 


16.5 


52.3 


± 


7.3** 


57.8 


± 


7.5* 


26.3 


± 






136.4 




27.0 


46.2 




8.1*» 


73.2 




5.3" 


26.0 


± 


9.5«-«* 


5B5TO& 


103.3 


± 


15.3 


42.4 


± 


6.0- 


78.4 


± 


7.0 


20.1 




4.0 



'P<0.05 «b^%(ia)»4»trojtei) 

B P<O.01, »»P<0.001 (#A^a->^Jft^»t<Dlt®) 
(n=9-10; Student "s t-test *fctt Aspin-Welch test) 



[0 0 5 9] 
[i3] 









0.01 mg/kg, p.o. 


0.03 mg/kg, p.o. 






100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 


± 0.0 




106.5 


± 


5.1 


109.5 


± 


2.2 


108.5 


± 


6.4 


106.3 


± 6.4 


3«$Wfc 


103.2 




2.8 


105.5 


± 


3.8 


108.1 




6.0 


106.0 


± 3.8 




100.2 


± 


2.6 


96.7 


± 


2.4 


104.7 


± 


6.4 


102.8 


± 1.6 



[0 0 6 0] 

|sttfefllo#&*fcJ:*u* % (la) ^i^Axni/vii, mmMWM ( 

M«lr43a«^«$dJ:^R«rCU«i(ft) *«HWLfc 0 4t*m (I a) 

t^WiWI) ^OT0^ffl«i6ib^7to (la) JIMBitg 
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^-y: 38/ 



^A^ciyyW#^^m:M (la) isiffM^ny^fflt 

# A & V> £ 3&*fllB$*lfeo 

[0 0 6 1] 

mmm^nn^, vc&m (d * ^i±^o^a^w^^$tL*^fc air 

ttJSIB *1Iv>TSU* ^-fifeffl * tz Sifc § £ 0 

[0 0 6 2] 

, mwmu mm> m&m. ^mmmu tk, ^s^^tk> ts^^-ei^b^j. ^ 

[0 0 6 3] 
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s> : 39/ 



[0 0 6 4] 

ft** (i) s^ii-toiia^wn^stLAtttt, mnMKttzte&mm 

t LX$ma ft iZ^-t & i fc ri*T* § , )& A- A^i fc , 0. 01 ~900mg/60kg/ 
0^ Sff L < fiO. l~2OOmg/6Okg/0^^-e&£ o « X T FU-^'J >S^#iE 
Wr*l»i, AigfctK 0.01-500mg/60kg/B, L < {±0. 2-100mg/60k 

[0 0 6 5] 
[0 0 6 6] 

H»Ji : da)) 

(la) 250 g, v>-h~;H598.5 g, it^'j^-^th'^Al 
00 g> g®#6^-rmi0 g, ^f7'J >-m^^^v"^A40 gfc J: tfJtfeHZlgtfb 

(^7Xt±MPurepress Correct-12M) tfli^oT, figftl ( 1 ag&fc 0 
^25 mg«:^-f 4) £#£ 0 
[0 0 6 7] 



(I a) 



25 



mg 



159.85 mg 



10 



mg 



4 



045 mg 



mg 
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#12 0 0 3-19 766 1 



40/ 



200 mg 

[0 0 6 8] 

mmm2 : ij-f^^n at-^m (i a) ) 

[0 0 6 9] 

itteW (la) 500 g, ?L«300 g, 3£«$t7fc*- -T^lOO gis J: t>*7 *? V frVm 
^-hV^AlOO g*Hfe\ZjL*)m&L'fco Znm&toZU'f-kfrffiZlgk (Zanasi 
ttll, LZ-64M) ,N-K#y-lr;M^ ( 1 * •/•fe/ufcfc 0 100 mg#») 

[0 0 7 0] 

^ (la) 50 

«.» 30 

e«*6*^>f» io 

2JlJjJk^M ±-L!2jlA 10 



mg 
mg 
mg 



100 mg 

[0 0 7 1] 

(3 : mm ut&® (u)) 

[0 0 7 2] 

tt^t? (Ia) lgfeit>*D-^V^h~;w5g*aitM^7KtC«fC?i^-L 

, $ h cilictt^ <t xfimm- bus A**«*«sto lt p h * 6 jcisss t 

fc^ &ttfflI&fS;*Ct?£* * 1000ml f & o # £ titzU&m *1f7XJUT)l> K 
[0 0 7 3] 

(la) 2 mg 

D--7>; h -;v io mg 
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^-v : 41/ 



mmm&fc 

2. 00 ml 

[0 0 7 4] 

»M4 ;mn (WAXOy>) 

[0 0 7 5] 

^m^A^nv>o.4g, ?L*S303.6gi3j:TO#^»68g*M^t N 
Kn^^^n £°;l^;vn-*oio%7Kvtm200g£#n;i£o £OrM^t7£tSfe^ J; 

mv^^^^A8.0g*Jnx.T?l^-t N »miO#£ko££ri$$| (3§7M±§!iRT-15 
[0 0 7 6] 

V&tft &Wt?AXui/> 0.2 mg 

fLU 151.8 mg 

m&mmB 34 mg 

t: Kn^yT'D fc°;i/-tr;vn-x 10 mg 

200 mg 

[0 0 7 7] 

mmw5 :%m (vc&m (1 a) tmk?Axui,><DW.%\) 

[0 0 7 8] 

(la) 40g, A* n v >o. 4g, ILH289. 6g£ X 0%#^M&-56g 

£?i-£-U itLKit Kn4F->^nif^-fe;i/n-xoi0«*»ffil20g*iin^.Ao £ 

0 -ItUC^-rT 1 ; >^^*v^A2g£2jn;LT?I£-U @8nmO^*tofcJrte 
(2»7M±»&RT-15M) Tttrtfc&froT, £££lj (l«*fc»)'fc<&4& (I a) 20mg 
*5 i A ^ n y >0. 2mg* ttt *#4 0 

[0 0 7 9] 
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^-i? : 42/E 



ft-fr* (I a) 


20 


mg 




0.2 


mg 


TU'|/CJ 


144 8 






28 


mg 




6 


mg 




1 


mg 




200 


mg 



[0 0 8 0] 

&§kW\Z£ *K 3,3,3- 1> V 7;V^-n-2-Vi Kn*S/-2-^ ^;V-N-(5, 5, 10- h V 
**V-4,10-^fc K n f x y [3, 2-c] [1] ^ > Vf x e >-9-^f ;V) yn^ry 7 5 K 

3 mmmMmmim^ £ a* <> 
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^-v: 1/E 



mm 

mm) m2Mmj&teW$mmmwm&<Dtom*ttm*, 3.3.3- h; 7* 

*n-2-fc Ku*v-2-^;W-N-(5,5,10-b V V-4, 10-v t: Knfxy[3,2^ 
c] [1] ^ > Vf- J- tf y -9- ^ ;v) :/ n ^° > 7 ^ Ki fca^o^S^WKK^Sft* 

(a) 3, 3, 3- h V 7 ;V * n -2- li K n * V-2- * ^ JWN- (5, 5, 10- h 
>J **V-4,10-vt: Knfx; [3,2-c][l]^>7f ^^n^r/T ^ 
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m m a m m m m 



l/E 



1 . ^3€*M a 

ft * 



[000001029] 
1 9 9 0 # 8 £ 6 B 

m^fP^-ftfflE^^mr it§6 



1"^ 
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